Peritoneal macrophages did not support the replication of 136.7 and 4SP, T cell lymphoma-inducing viruses, either in vivo or in vitro. Interestingly, endogenous xenotropic viruses, which were detected in more than 50~ of the tested samples of peritoneal macrophages of normal C57BL/6 mice, were eliminated from peritoneal macrophages removed from 136-7-or 4SP-inoculated, T cell lymphoma-bearing mice. This elimination occurred about 2 weeks after virus inoculation. X-irradiation (400 rads) seemed to accelerate the elimination of xenotropic viruses from the peritoneal macrophages of mice inoculated with the radiation-dependent variant, the 4SP virus. The significance of this elimination of viruses from macrophages following inoculation with T cell lymphoma-inducing viruses is discussed.
The involvement of macrophages in leukaemic diseases induced by different retroviruses has been reported in several systems. Spleen macrophages supported replication of the Friend leukaemia virus (FLV) complex efficiently (Toniolo et al., 1980) , although the target cell for transformation was an erythroid precursor (Friend et al., 1971) . Macrophage lines were occasionally produced from Abelson murine leukaemia virus (MuLV)-induced tumours of Balb/c mice (Boss et al., 1979) . In the avian system, two acute leukaemia-inducing viruses induced morphological transformation in functionally mature macrophages, typical of the in vivo-induced leukaemia. Each virus suppressed different markers of the mature macrophage, the target cell for transformation (Durban & Boettiger, 1981) . Immunological studies showed inhibition of the inflammatory response in histiocytic lymphoma in SJL/J mice (Normann et al., 1979) and also in spontaneous T leukaemia in AKR mice (Normann et al., 1981) . Recently, we have found evidence suggesting the involvement ofmacrophages (from either the peritoneum or the spleen) in virus-and radiation-induced reticulum cell neoplasms (RCN) in C57BL/6 (B6) mice (T. Sher, M. Haas, M. Feldman, V. Armuth & T. Reshef, unpublished results) . Peritoneal macrophages (PEM) from mice inoculated with RCN-inducing viruses expressed MuLV groupspecific (gs) antigens and contained lymphomagenic retroviruses before the onset of RCN. Fluorescent antibody (FA)-positive PEM were also detected in old adult B6 mice exposed to fractionated 170 rads X-irradiation, before and after the onset of RCN. Moreover, RCNinducing virus agents were rescued from these cells as pseudotypes after inoculation of ecotropic helper virus.
The present study was aimed at investigating whether T cell lymphoma (TCL)-inducing viruses, which manifested specific organ tropism mainly in the thymus (for review, see HaranGhera & Peled, 1979) , affected the PEM population. PEM removed from 136-7-or 4SP-inoculated TCL-bearing mice, were examined for the presence of FA-positive cells and for retroviruses. 136.7, the radiation-independent radiation leukaemia virus (RadLV), and 4SP, the radiation-dependent RadLV (which requires 400 rads X-rays as a cofactor) induce TCL when inoculated intrathymically to 6-week-old B6 female mice (Haas, 1974; and in preparation) . Indirect immunofluorescence (FA-test) was used to detect FA-positive cells (Hilgers et al., 1972) , using a slight modification of the method described by Haas & Meshorer (1979) . Rat antiMuLV-gs antigens antiserum was prepared in Lewis rats inoculated subcutaneously with RadLV-inducing rat lymphoma K127. The titre of the antiserum was 1:640 to above 1:1024. It was diluted 1 : 32 before use; this dilution ensures the detection of all virus-infected cells (Haas & Meshorer, 1979; Haas, 1977) .
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We used the very sensitive cocultivation procedure for detection of retroviruses. PEM removed from 136-7-or 4SP-inoculated TCL-bearing mice were plated in LabTek slides (8 chambers) at a concentration of 4 x 104 cells per well. After 24 to 48 h in culture, the PEM were treated with 10 ~tg/ml mitomycin C for 2 h at 37 °C to stop cell division, and then washed carefully. Subsequently, 104 SC-1 cells and 1.5 x 104 mink lung cells were plated on top of the treated cells for detection of ecotropic and xenotropic retroviruses, respectively (Hartley & Rowe, 1975 ; Henderson et al., 1974) . After 3 days of cocultivation, some of the cells were fixed and stained in the FA procedure and duplicates were subjected to three successive transfers in culture for virus amplification, and then fixed and stained as described.
We examined at least 20 samples of PEM removed from 20 individual B6 virus-inoculated TCL-bearing B6 mice. (Histological diagnosis was carried out by Dr A. Meshorer.) None of these samples contained any detectable FA-positive cells or any detectable virus particles. Moreover, the endogenous xenotropic viruses detected in more than half of the samples of PEM from normal B6 mice of different ages (Table 1) were eliminated from PEM removed from 136.7-or 4SP-inoculated TCL-bearing mice. These results are in contrast to the situation observed when PEM were removed from B6 mice inoculated with RCN-inducing viruses (T. Sher et al., unpublished). The results described here raise the following questions. (i) Is there any transient virus expression in PEM from 136-7-or 4SP-inoculated mice before the onset of TCL? (ii) Is there a definite time following inoculation of 136-7 and 4SP at which endogenous xenotropic viruses are eliminated from PEM ? To answer both questions, we examined the expression of virus antigens and the virus content of PEM removed from B6 mice at different times after 4SP or 136.7 inoculation. As can be seen in Table 2 , there was no transient virus expression in PEM from 4SP-inoculated, X-irradiated B6 mice. Similar results were obtained for PEM removed from 136.7-inoculated B6 mice (not shown). Moreover, endogenous xenotropic viruses were detected in PEM 1 week following 4SP inoculation but were eliminated 2 weeks postinoculation (Table 2) . Similar results were obtained for 136-7-inoculated mice, where endogenous xenotropic viruses were detected in PEM only up to 2 weeks following virus inoculation (not shown).
To elucidate whether X-irradiation plays a role in the elimination of endogenous xenotropic viruses, we examined the virus content of PEM removed from 4SP-inoculated unirradiated mice at different times after inoculation. As can be seen in Table 2 , endogenous xenotropic viruses were detected in PEM from these mice up to 5 weeks following inoculation and were absent 8 weeks post-inoculation. In contrast to that, endogenous xenotropic virus was detected in 4SP-inoculated, X-irradiated mice only 1 week after inoculation and were eliminated 1 week later. It thus seems that 400 rads X-irradiation accelerated the elimination of xenotropic viruses from PEM removed from 4SP-inoculated mice.
Support for the results presented thus far came from experiments aimed at examining the lymphomagenic activity of PEM from 136.7-or 4SP-inoculated mice. These cells were removed 2 weeks after virus inoculation, grown for 8 days in culture (to get rid of lymphocytes) and inoculated into syngeneic mice at 106 cells to each mouse (5 mice in each group). As expected, none of the inoculated mice developed TCL up to 8 months after inoculation. This is in contrast to the situation of PEM infected with RCN-inducing viruses, which did induce RCN when inoculated to syngeneic mice (T. Sher et al., unpublished). Hence, PEM did not support the growth of TCLinducing viruses in vivo. Moreover, the xenotropic viruses detected in PEM from 4SP-and 136.7-inoculated mice, 1 and 2 weeks post-inoculation, respectively, were, most likely, endogenous non-leukaemogenic agents.
The results of in vitro experiments supported those carried out in vivo. PEM infected in vitro with TCL (136.7 or 4SP)-inducing viruses (in the presence of 8 ~tg/ml polybrene) did not support their growth and did not induce TCL when inoculated into syngeneic mice.
The implication of the phenomenon of the elimination of endogenous xenotropic virus gains special significance if one considers observations from other systems. There, it was shown that normal myeioblasts contained both ecotropic and xenotropic virus components, whereas leukaemic myeloblasts contained only ecotropic, but no detectable xenotropic viruses (Lieberman et al., 1980) . This case, then, represents an additional example of the phenomenon described in our present study, namely that the elimination of endogenous xenotropic retroviruses coincides with the development of leukaemia. Another series of experiments suggested that retroviruses might play a role in normal cell differentiation (Lieberman et al., 1980; Huebner et al., 1970; Temin, 1974; Risser et al., 1978; Moroni et al., 1979) . Moreover, the application of immunological procedures indicated that inhibition of macrophage function typically occurred concomitant with the onset of spontaneous T-cell leukaemia in AKR mice, and during the terminal phase of illness (Normann et at., 1981) . These observations suggest that elimination of endogenous xenotropic viruses from PEM might affect their pattern of differentiation and influence their immunological functions. Such a process might be involved indirectly, in the development of virus-induced TCU
